i

006946 -

’

Reviewed By: Y.%., Ioanncu 4! (‘ij-b ¥
fecticn II, &cxx-olocy Eranth I (IXS) 7 o
Secondary Reviewer: i, Copley . //kr.:C- {/‘1/
Section II, Toxicology Sranch I (IRS) LS* *

"DaTA EVALUATION REPORT

Study Type: Celayed Contact ICX Chem No.: 7163
Hypersensitivity (81-6)

Test Material: Pyridate MRID No.: 408774-01

Svnonvims: CL11344

Study Number: 046866

Sponscr: Gilmore, Inc., “emphis, IN

Testing Facility: Research and Consulting Company AG,
Itingen, Switzerland ,

Title cf Recort: Test for uelayed Contact Hypersensitivity in
the Albino Guinea Pig with ;L11344/216;C

(Tough 3.75 EC). .

/,

Byethor: L. Jllrmann .

keport Issued: June 27, 1385 .

Conclusions

Data gresented here indicate that Pyridate, CL11344/2165C.
is a strceng sensitizing agent in nale and female guinea pigs. .

Tlassification: Core-VMinimum.
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“3terials and Methods:

Fif teen male and fifteen ferale Sunkin-Hartley albino cuinesa
cigs (frorm Kleintierfarm Madoerin 3G, Switzerland) 8 to 2 weeks
213 and weighing 3C7 to 438 ¢ (males) or 38T to 423 3 (females)
were used in this study for assessing the allergenic potentlal cf
CL11344/21¢2C. The animals were housed individually in “akreolon
Tyre=3 cagzes and kept in an air-conditioned room with a temperature
of 22 + 2 °C, a relative humidity of 535 + 10 percent, 10 to 15 air
changes/hour, and a l2-hour light/dark cycle. food \pelleted
§§apdarc Xliba 342) and water were availatle to all animals ad
licitem -

The test article, CL11344/216EC (Tougch 2.75 EC), EC liquid
(Zatch No. 2431768), with a purity of 457 g/l ai, was used in this
study. The animals were divided into two croups/sex, five animals
for the vehicle control group, and 10 animals for the test article
group. for detection of delayed contact hypersensitivity the
guinea pig maximization test descrived by Magnusson and XKligmann
(1970) was employed. Preliminary investigations established the
test article concentration suitable for the induction phase as
well as a nonirritant concentration for the challenge application.
(Ncte: Results of the preliminary range-finding study were not
repcrted,)

The procedure used was carried out in two steps:

L. Induction Phase:

1. Intradermal Injections - Anirals were prepared

for treatment bty clipping free of hair an area (6 x 2 crm)
cf the dorsal skin from the scapular region. Three
rairs of intradermal injections (9.1 mL/site) were mace
in a 4 x 4 cm area in the clipped region as follows:

a. rreund's Complete Adjuvant 53:59 with physiological
saline;

h., The test article, diluted to 0.5 percent with
physiological saline; and

c. The test article at 0.5 percent, emulsified in 50:50

in freund's Comglet® 2djuvant and physiological saline.
. Topical Applicaticrs - Seven dZays after the intrader=al
niections, the treated scagular area was again clipged
ree cf halr and a 3 x 4 ¢t patsh (filter paper) saturated
ith the test article (109%) was rlaced over the injection
i
1

(3
ites. The patch was ccvered witn aluminum foil and
ir-ly secured with elastic plaster and imperviocus
‘resive tape fcr a5 hour
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Animals of the control groups (rale and female) received
identical treatrent for the induction phase btut without
the test article.

Challence Phase:

£1l animals (test and control) were challenged two weeks
after the topical induction application by applying |

@ 2 x Z cm patch of filter Faper, saturated with a
nonirritant concentratiosn (100%) of the test article, on
an area (3 x 5 cm) of the left flank of each guinea cig
clipped free of hair. The patch was held in place (for
24 hours) as described earlier (topical induction appli=-
cation), A second challence (rechallenge) was performed
2 weeks after the first challenge as described above using
the richt flanks of each animal., The challenge site was
evaluated imrediately after application, and at 24 ang
48 hours after removal of the patch.

Reactions were scored according to the following arbitrary
scales:

Zrythema and Eschar Formation

NO erythema

€light erythema (barely perceptible)

well-defined erythema

Moderate ervthema

Severe erythema (beet redness) to slight
eschar formation (injuries in depth)

W~ O

oo

Edema Formations

No edema
€light edema (barely perceptable)
well-defined edema (edges of area
well-defined by definite raising)
Moderate edema (raised approximately 1 mm)
Severe edema (raised mcre than 1 mm
and extending beyond the area of
exposure) ' 4

-0
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Allergenicity was rated_as ‘follows:

Sensitivity

Rate (%) Crade Classification
Q-8 1 Weak
0-28 2 Mild
29-064 3 Moderate
65-32 4 Strong
€1-100 5 Extreme
-3-



Clinical Observaticons = In addition to the sensitizing
reactions, all animals were observed daily fer mortality
and toxic symptems. 3Body weichts were recorded at ’
pretreatment, start of application, and at study termi-
naticn. '

No necropsy was performed on the animals at study
termiration,

Results and Discussion:

nNO mertality was reported in male or female animals in
control cor treated groups throughout the study. Mean body weights
t study termination (39 days) were comparable between the treated
and control groups in both sexes.

T“he authors reported that all animals in treated and centrol
grours (both sexes) developed erythema and edema 2 to 5 days
after the induction application (intradermal injections). Between
days 6 and 10 on test, animals showed edema and crusts. BRetween
days 1l to 19 only crusts were observed, and between days 20 to
36 exfoliation was seen. No data were gresented to substantiate

these findings.

Sensitivity Effects - Results gresented in the attached
Table 1 (abstracted from the original report) indicate that all
animals that received the test article (during the induction
chase) exhibited sensitization after tne first challenge appli-
cation, at all three time points exa-ired (immediately, 24 hours,
and 42 hours after removal of dressinz'. Although the authors
did not report separately in Table . :ne incidence and severity
cf erythema and/or edema, it is accarent that Pyridate is a
sensitizer in guinea pigs and tases :n t-=e fact that 100 percent
cf the animals tested exhibited sensitization reaction, Pyridate
is rated as an extreme sensitizing aj;ent 1n guinea pigs. Further
indications that Pyridate is a pctent sensitizer was provided by
the results obtained from a second c-allenge application as shown
in the attached Table 2 (abstracted frc~ the original report).

Conclusions:

CL11344/216EC (Tough 3.75 EC, was fzund to be a very strong
‘extreTe) skin sensitizing agent :-~ -3le and female guinea pigs.

zscification: Core=“inirmur
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CL 11344/ , EC 006966
TABLE 1 SKIN RESPONSE AFTER 1ST -CHALLENGE PROCEDURE
CL 113447216 EC i
Animal Number Readings aftar removal cf handage
sex immediately 24 hcurs 48 hours
X
:l 1T male 3 3 2
3
i €7 male 2 2 2
3
; patc male P 1 1
; 129 mzle by ° z
i 110 male 1 : L
7
_-3 Ll male 3 3 3
g a2 male 2 2 <
; 112 male - by <
L.
b 118 malz 2 1 L
£
3 115 male 2 2 1
i ioL famale ° < e
: 222 female 2 2 ad
‘ i3 female 4 2 <
: Lloe female 1 : L 1
3
: 12¢€ female < 2 i
g 1le female : 1 1
! -y - «
§ P fgmale 2 1 e
3 L2 female 3 2 :
¢ 129 female 2 . 2 i
g <3¢  female 2 2 2
i
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CL 11344/21¢4 EC
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Sex

106 male -
187 male
il8 male
09 male
20 male
il male
112 male
113 male

14 male

115 male

pag | tzmale
122 female
P fzmalz
L25 temale
12< feamale

127 famals
123 temale

‘o female

L3230 female
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Readings after removal of bandage
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